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Mechanism of acetaminophen to produce an analgesic effect
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The mechanism of acetaminophen to produce an analgesic effect is still
unclear. AM404, a metabolite of acetaminophen, is a promising candidate to produce an analgesic
effect. Acetaminophen was deacetylated at a liver to p-aminophenol. P-aminophenol is conjugated with

arachidonic acid by FAAH in the CNS. AM404 act as an CB1 receptor and TRPV1 agonist. In the present
study, we injected AM404 intracerebroventricularly (ICV) and examined the analgesic effect using
rat formalin test model. We also microinjected into periaqueductal gray (PAG), rostral ventromedial

medulla (RVM) and locus coeruleus (LC). _
ICV injected AM404 produced an analgesic effect dose-dependently at a dose between 300 and 3000 &#

61549;9. 500 &#61549;g of AM404 microinjected into PAG, RVM and LC also produced an analgesic
effect. These data suggested that an analgesic effect of acetaminophen was, at least partly,
mediated by the action of AM404 at PAG, RVM and LC.
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Microinjection of 26RFa, an endogenours ligand for the glutamate RF-amide peptide receptor 2019
(QRFP receptor), into the rostral ventromedial medulla (RVM), locus coeruleus (LC), and
periaqueductal grey (PAG) produces an analgesic effect in rats.
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